Background: Diabetes mellitus (DM) is inconsistently associated with thyroid cancer risk. The purpose of this study was to summarize findings from cohort studies regarding the strength of the association of DM with subsequent thyroid cancer risk.
Introduction
Thyroid cancer is the most common malignancy of the endocrine system worldwide in women. [1] The most frequent types include papillary, follicular, and differentiated thyroid carcinomas. [2] The American Cancer Society reported an incidence of thyroid cancer of 1 per 10,000 in the USA, a rate rising faster than those of any other cancers. [3] Previous meta-analyses have illustrated the impact of multiple factors on thyroid cancer risk, [4] [5] [6] [7] [8] [9] while the impact of diabetes on subsequent thyroid cancer is less studied with limited and inconclusive findings.
Diabetes mellitus (DM) is considered a major global public health concern, and likely to be among the 5 leading disease burden contributors by 2030. [10] Recently, associations of DM with the risk of cancer at different sites were evaluated using a meta-analytic approach. [11] [12] [13] [14] [15] [16] [17] [18] In addition, Yeo et al [19] suggested that DM is associated with higher thyroid cancer risk compared with that of individuals without DM, although substantial heterogeneity existed. Furthermore, these relationships in women were statistically significant, whereas no significant impact was observed in men. However, previous meta-analyses did not further stratify analyses based on various baseline characteristics which might significantly impact the relationship between DM and thyroid cancer risk.
Several cohort studies indicated that participants with DM may have increased thyroid cancer risk, [20] [21] [22] whereas other trials showed no association of DM with thyroid cancer risk. [23] [24] [25] Clarifying the association of DM and thyroid cancer risk among participants with different baseline characteristics is particularly important, as this has not been definitively determined. This study attempted a large-scale examination of available cohort studies to determine the relationship between DM and thyroid cancer risk.
Analysis Statement issued in 2009 (PRISMA Checklist). [26] Ethics approval was not necessary for this study, as only deidentified pooled data from individual studies were analyzed. Any cohort study that evaluated the association of DM with thyroid cancer risk was eligible for inclusion, and no restrictions were placed on language or publication status (published or in press). A systematic electronic search of the PubMed, EmBase, and the Cochrane Library databases was performed for eligible studies from inception to July 2016. The following key words and medical subject headings were jointly used: ("diabetes" OR "fasting glucose" OR "hyperglycemia" OR "metabolic syndrome" OR "risk factor") AND ("cancer" OR "carcinoma" OR "tumor" OR "neoplasm") AND "thyroid" AND "cohort." The reference lists of selected studies were manually screened for potentially relevant records. All analyses were based on previously published studies, and no ethical approval or patient consent was required.
The literature search and study selection were independently carried out by 2 reviewers using a standardized approach. Any inconsistencies were settled by group discussion until a consensus was reached. Inclusion criteria for studies were: a cohort design; assessment of thyroid cancer development in individuals with and without DM; and report of odds ratios (ORs), hazard ratios (HRs), relative risks (RRs), and standard incidence ratios (SIRs), or presentation of raw data that could produce crude effect estimates. Exclusion criteria were: a case-control or crosssectional design; included patients with other diseases; and effect estimates not obtained or calculated.
Data collection and quality assessment
Two reviewers independently screened titles and abstracts of the eligible studies, and extracted the data. Any disagreement was resolved by group discussion until a consensus was reached. The following study characteristics were extracted: name of the first author or study group, publication year, country, sample size, mean age at baseline, proportion of males, body mass index (BMI), numbers of thyroid cancer, follow-up duration, adjustment factors, and effect estimates. Study quality was assessed by the modified Newcastle-Ottawa scale (NOS), [27] which is quite comprehensive and has been partially validated for assessing the quality of observational studies in meta-analyses. The NOS encompasses the following three subscales: selection (4 items), comparability (1 item), and outcome (3 items). A "star system" (range, 0-9) was developed for the assessment (Table 1 ).
Statistical analysis
All included studies with a cohort design and effect sizes presented HR, OR, RR, and SIR values. Because of the low incidence of thyroid cancer, the RR was approximated as OR, HR, and SIR. The maximum adjusted RR was pooled in the meta-analysis to avoid bias caused by adjustment factors. The relationship between DM and thyroid cancer risk was examined based on effect estimates and 95% confidence intervals (CIs) in various studies. When only raw data were available, crude ORs were calculated by the random Mantel-Haenszel method. [28] When the effect estimate was reported separately in an individual trial, the fixed-effects model was used to pool summary RRs and 95%CIs for overall effect estimate in each study. [28] Then, the random-effects model was used to assess summary RRs and 95%CIs for DM versus non-DM and thyroid cancer risk. [29] Heterogeneity between studies was investigated by the Q-statistic, and P < .10 was considered to indicate significant heterogeneity. [30, 31] Subgroup analyses were conducted for associations of country, mean age, effect estimate, and follow-up. Further, as the degree of adjustment and variables entering into the regression models varied between the included studies, stratified analyses were also performed based on important confounders, including adjusted BMI, and smoking status. Sensitivity analyses were conducted by removing each individual study from the meta-analysis. [32] Several methods were used to evaluate potential publication bias. Visual inspection of funnel plots was conducted. Further, the Egger [33] and Begg [34] tests were used to statistically assess publication bias. Two sided P < .05 was considered statistically significant for all included studies. Statistical analyses were performed with the STATA software (version 12.0; Stata Corporation, TX).
Results

Study selection
The study-selection process is shown in Fig. 1 . A total of 981 articles were identified from the electronic search, of which 895 were excluded because of insufficient or irrelevant data. Therefore, 86 potentially eligible studies were selected. Further, 39 articles not reporting any desirable outcomes, 27 including participants from the same population, and 4 a with meta-analysis design were excluded. A manual search of the reference lists of these studies yielded no new eligible studies. Finally, 16 studies were included into the meta-analysis. [20] [21] [22] [23] [24] [25] [35] [36] [37] [38] [39] [40] [41] [42] [43] [44] The general characteristics of the included studies are presented in Table 1 .
Study characteristics and quality assessment
All included studies had a cohort design with worldwide distribution; they comprised 6 studies performed in USA or Canada, 5 in European countries, and 5 in Asian countries. The sample sizes ranged from 22,946 to 4,501,578 with thyroid cancer cases ranging from 19 to 3568; follow-up duration ranged from 3.5 to 27.0 years. In quality assessment, the included studies had low to moderate risk of bias, with scores ranging from 6 to 8. A study with a score of 7 or greater was considered to be of high quality. Overall, seven [23, 24, 35, 40, 41, 43, 44] , six, [20, 22, 25, 36, 39, 42] and the remaining three [21, 37, 38] studies had scores of 8, 7, and 6, respectively.
DM and thyroid cancer risk
All included studies reported an association of DM with thyroid cancer risk. Summary RR showed that DM was associated with increased risk of thyroid cancer (RR = 1.20; 95%CI 1.09-1.33; P < .001; Fig. 2 ), although substantial heterogeneity was detected across the included studies (P = .001). Sensitivity analysis was performed; and excluding each study sequentially from the pooled analysis did not affect the overall conclusion. Subgroup analyses demonstrated that DM had no significant impact on thyroid cancer risk in studies using SIR as effect estimate (RR = 1.54; 95%CI 0.99-2.39; P = .057), with follow-up duration exceeding 10 years (RR = 1.08; 95%CI 0.98-1.19; P = .113), and adjusting for smoking status (RR = 1.14; 95%CI 0.96-1.36; P = .121) ( Table 2) .
DM and thyroid cancer risk in men and women
A total of 8 cohort studies assessed the association of DM with thyroid cancer risk in men. Pooled analysis indicated no association of DM with thyroid cancer risk in Table 1 Baseline characteristics of studies included in the systematic review and meta-analysis. Li and Qian Medicine (2017) 96:47 www.md-journal.com men (RR = 1.14; 95%CI 1.00-1.30; P = .057; Fig. 3 ). No evidence of heterogeneity was found (P = .575). Subgroup analysis indicated that DM was associated with increased risk of thyroid cancer in men in studies performed in Western countries (RR = 1.19; 95%CI, 1.01-1.42; P = .043; Table 2 ). BMI = body mass index, CI = confidence interval, HR = hazard ratio, OR = odds ratio, RR = relative risk, SIR = standardized incidence ratio, SMR = standardized mortality ratio.
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A total of 11 cohort studies evaluated the association of DM with thyroid cancer risk in women. Pooled analysis of thyroid cancer risk in women indicated that DM versus non-DM had a harmful effect (RR = 1.11; 95%CI 1.06-1.17; P < .001; Fig. 4) . Although no evidence of heterogeneity was noted, sensitivity analysis was performed; after excluding the study by Tulinius et al, [21] which only adjusted for age, we found a significant difference between the DM and non-DM groups for thyroid cancer risk in women (RR = 1.08; 95%CI, 0.96-1.22; P = .194; Fig. 4 ). Subgroup analysis suggested that DM was associated with increased risk of thyroid cancer in women in participants averaging more than 60 years old (RR = 1.26; 95%CI 1.03-1.54; P = .025; Table 2 ); no other significant differences were observed.
Publication bias
Review of the funnel plots could not rule out the potential for publication bias (Fig. 5) . The Egger [33] and Begg [34] tests showed no evidence of publication bias (P value for Egger test, .515; P value for Begg test, .753).
Discussion
This study was an updated meta-analysis that assessed the relationship between DM and thyroid cancer risk. Summary results indicated that DM patients had a 20% increase in thyroid cancer incidence compared with those without DM. Furthermore, when pooling for men, no significant difference was detected, whereas in women DM had a harmful impact on the risk of thyroid cancer. These associations might differ according to country, mean age, and follow-up duration.
The source of heterogeneity was explored using sensitivity and subgroup analyses. In sensitivity analysis, no substantial change was revealed after excluding any individual study in the total cohort and men, which suggested the homogeneity of pooled effect estimates. However, after excluding Tulinlus et al, [21] the conclusion changed for women. Furthermore, thyroid cancer incidence could differ according to country and mean age. For other potential confounders, no significant differences were found between respective subsets because the numbers of eligible studies in corresponding groups were rather small to draw firm conclusions. Finally, different adjustment factors might partly account for the heterogeneity.
Previous meta-analyses of the association of DM with thyroid cancer risk (17 studies, including 13 cohort and 4 case-control studies) have reported similar findings. [19] Furthermore, several included studies corroborated the findings of the present metaanalysis. Lo et al [20] analyzed the nationwide population-based database from 1996 to 2009 released by the National Health Research Institute of Taiwan, and found that individuals with DM have a modestly increased risk of thyroid (RR = 1.17; 95% CI 1.05-1.31), a harmful effect enhanced with follow-up duration. Tulinius et al [21] indicated that the glucose level is associated with increased thyroid cancer risk in women, whereas this relationship was not observed in men. Hemminki et al [22] performed a large-scale cohort study covering approximately half of the Swedish diabetic patients and found elevated thyroid cancer risk after hospitalization, suggesting the profound metabolic disturbances of the underlying disease. The present study also demonstrated that DM significantly increased the risk of thyroid cancer. Such increase might be due to DM patients having variable serum insulin levels, affecting the progression of thyroid cancer through enhanced cancer cell proliferation or reduced apoptosis, and indirectly through insulin-like grow factor-1, estrogen, and thyroid-stimulating hormone. [45, 46] Subgroup analysis suggested that the association of DM with thyroid cancer risk was not statistically significant for studies using SIR as effect estimate, with follow-up exceeding 10 years, and/or adjusting for smoking status. However, these conclusions might be unreliable because few studies were included in these subsets. Furthermore, the association of DM with thyroid cancer risk in men might differ among different countries. A significant impact was found in individuals from Western countries, whereas no difference was observed in Asian patients. Such discrepancy might stem from a study by Stocks et al [35] reported that abnormal glucose metabolism, independent of BMI, is associated with increased thyroid cancer risk in men. The latter study covered participants from Norway, Austria, and Sweden, including 6 cohorts. Furthermore, this conclusion might be biased as it included only 3 studies assessing Asian populations. Therefore, additional large-scale studies are needed to verify the potential difference according to ethnicity. The association of DM with thyroid cancer risk in women might differ with mean age. With participants averaging more than 60 years old, DM had a harmful impact on thyroid cancer risk, whereas no effect was found for younger individuals. The NIH-AARP Diet and Health Study reported similar results and found that thyroid cancer risk is significantly increased in women compared with men. [40] The incidence of thyroid cancer was higher in women than in men, with narrow CIs; it is easier to obtain a statistically significant difference in women. Lo et al [20] found that the relationships between DM and thyroid cancer risk might differ by follow-up duration, likely because the mean age and duration of diabetes course play an important role in such association. In addition, diabetes treatment might affect the progression of thyroid cancer due to insulin resistance, which is associated with increased thyroid volumes and higher risk of thyroid nodule formation. [47] [48] [49] The present study had 3 strengths: only cohort studies were included, which could eliminate selection and recall biases; the large sample size allowed a quantitative evaluation of the correlation between DM and thyroid cancer risk, achieving more robust findings than any individual study; stratified analyses were conducted in the whole cohort, men, and women, separately; and several important factors were assessed when evaluating the relationship between DM and thyroid cancer risk in specific populations, which could affect the present results.
The current meta-analysis also had certain limitations. The adjustment models were different across the included studies, which might influence the validity of findings. In addition, publication bias was an inevitable problem because this study was based on published reports. Finally, summary analysis was based on pooled data, and individual participant data were not available, which precluded a more detailed analysis for obtaining more comprehensive results.
In conclusion, after allowing for the risk factors for thyroid cancer, DM had a potential harmful impact on thyroid cancer risk. Physicians and health professionals should encourage diabetes prevention in all individuals, especially in men from Western countries and older women.
